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- The MAILING DATE of this communication appears on the cover sheet with the correspondence address- 

All claims being allowable, PROSECUTION ON THE MERITS IS (OR REMAINS) CLOSED in this application. If not included 
herewith (or previously mailed), a Notice of Allowance (PTOL-85) or other appropriate communication will be mailed in due course. THIS 
NOTICE OF ALLOWABILITY IS NOT A GRANT OF PATENT RIGHTS. This application is subject to withdrawal from issue at the initiative 
of the Office or upon petition by the applicant. See 37 CFR 1.313 and MPEP 1308. 

1 . H This communication is responsive to the amendment filed November 21, 2003 . 

2. £3 The allowed claim(s) is/are 7-16 end 22-30 . 

3. [3 The drawings filed on 28 September 2001 are accepted by the Examiner. 

4. □ Acknowledgment is made of a claim for foreign priority under 35 U.S.C. § 119(a)-(d) or (f). 

a) □ All b) □ Some* c) □ None of the: 

1. □ Certified copies of the priority documents have been received. 

2. □ Certified copies of the priority documents have been received in Application No. . 

3. □ Copies of the certified copies of the priority documents have been received in this national stage application from the 

International Bureau (PCT Rule 17.2(a)). 
* Certified copies not received: . 

Applicant has THREE MONTHS FROM THE "MAILING DATE" of this communication to file a reply complying with the requirements 
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(a) □ including changes required by the Notice of Draftsperson's Patent Drawing Review ( PTO-948) attached 
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(b) □ including changes required by the attached Examiner's Amendment / Comment or in the Office action of 

Paper No./Mail Date . 
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EXAMINER'S AMENDMENT 

An examiner's amendment to the record appears below. Should the changes and/or 
additions be unacceptable to applicant, an amendment may be filed as provided by 37 CFR 
1.312. To ensure consideration of such an amendment, it MUST be submitted no later than the 
payment of the issue fee. 

Authorization for this examiner's amendment was given in a telephone interview with 
Gordon Kit on March 11, 2004 and March 16, 2004. 

The claims were amended as follows: 

Claim 7. A method for the regulated growth of a mammalian host cell in a culture medium, 
comprising the step of: 

Culturing said mammalian host cell in said culture medium, wherein said host cell 
includes: 

(i) at least one introduced DNA sequence encoding a protein, polypeptide and/or 
peptide factor(s) required for growth of the host cell in said culture medium operably 
linked to a promoter sequence, the expression of which is regulated by a repressor 
binding region; and 

(ii) at least one introduced DNA sequence encoding a repressor molecule which 
binds to the repressor binding region, operably linked to an inducible promoter sequence a 

wherein cell growth occurs in the absence of an inducer of said inducible 
promoter and cell growth is inhibited in the presence of an inducer of said inducible 
promoter. 

Claim 22. A mammalian host cell including: 

(i) at least one introduced DNA sequence encoding a protein, polypeptide and/or 
peptide factor(s) required for growth of the host cell in a protein/serum-free culture 
medium operably linked to a promoter sequence, the expression of which is regulated by 
a repressor binding region; and 

(ii) at least one introduced DNA sequence encoding a repressor molecule which 
binds to the repressor binding region, operably linked to an inducible promoter sequence. 

The Examiner acknowledges that acceptance of the above Examiner's Amendment does 
not mitigate in any way, shape, or form, Applicant's right to pursue additional subject matter in 
continuation, continuation-in-part, and/or divisional applications pursuant to 35 U.S.C. §§ 120 
and 121. 
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The following is an examiner's statement of reasons for allowance: 

The objection to the specification made in the Office Action dated August 21, 2003 is 
withdrawn in view of the amendments made to the specification in the response dated November 
21, 2003. The objection to Figures 3 and 8 A is withdrawn because there is nothing in the figures 
that is essential to understanding the invention. 

The rejection of claims 7-16 and 20-30 under 35 U.SC. 103 is withdrawn in view of 
Applicant's argument that there no motivation to combine the teachings of Mather et al. and 
Efrat et al. or Kushner et al. 

Any comments considered necessary by applicant must be submitted no later than the 
payment of the issue fee and, to avoid processing delays, should preferably accompany the issue 



fee. Such submissions should be clearly labeled "Comments on Statement of Reasons for 
Allowance." 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Rachel B. Kapust whose telephone number is (571) 272-0886. 
The examiner can normally be reached on Mon-Fri 8:30 am - 5:00 pm. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Gary Kunz can be reached on (571) 272-0887. The fax phone number for the 
organization where this application or proceeding is assigned is 703-872-9306. 

Information regarding the status of an application may be obtained from the Patent 
Application Information Retrieval (PAIR) system. Status information for published applications 
may be obtained from either Private PAIR or Public PAIR. Status information for unpublished 
applications is available through Private PAIR only. For more information about the PAIR 
system, see http://pair-direct.uspto.gov. Should you have questions on access to the Private PAIR 
system, contact the Electronic Business Center (EBC) at 866-217-9197 (toll-free). A 
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Clainyr A method for the regulated growth of a mammalian host cell in a culture medium, 
comprising the step of: 

Culturing said mammalian host cell in said culture medium, wherein said host cell 
includes: 

(i) at least one introduced DNA sequence encoding a protein, polypeptide and/or 
peptide factor(s) required for growth of the host cell in said culture medium operably 
linked to a promoter sequence, the expression of which is regulated by a repressor 
binding region; and 

(ii) at least one introduced DNA sequence encoding a repressor molecule which 
binds to the repressor binding region, operably linked to an inducible promoter sequence a 

wherein cell growth occurs in the absence of an inducer of said inducible 
promoter and cell growth is inhibited in the presence of an inducer of said inducible 
promoter. 



V) 



Claim^Zz. A mammalian host cell including: 

(i) at least one introduced DNA sequence encoding a protein, polypeptide and/or 
peptide factor(s) required for growth of the host cell in a protein/serum-free culture 

^ medium operably linked to a promoter sequence, the expression of which is regulated by 
a repressor binding region; and 

(ii) at least one introduced DNA sequence encoding a repressor molecule which 
binds to the repressor binding region, operably linked to an inducible promoter sequence. 



The Examiner acknowledges that acceptance of the above Examiner's Amendment does 
not mitigate in any way, shape, or form, Applicant's right to pursue additional subject matter in 
continuation, continuation-in-part, and/or divisional applications pursuant to 35 U.S.C. §§ 120 
and 121. 



J Cla^fff 7. (Amended) A method for the regulat^growth of a 
mammalian host cell in a culture medium, comprising the step of: 
^0 culturing said mammalian host cell in sr^id culture medium, 

h ^-wherein said host cell includes: 

V f (i) at least one introduced DMA science encoding a protein, 
polypeptide and/or peptide factor {a/ required for growth of the 
host cell in said culture mediujjfT operably linked to a promoter 
sequence, the expression of which is regulated by a repressor 
binding region; and 

(ii) at least one/ introduced DNA sequence encoding a 
repressor molecule whjfch binds to the repressor binding region, 
operably linked to gffr inducible promoter sequence. 

/ 

*} 25 /. A method according to claim/ wherein the said repressor binding 
region is a lac operator sequence, and said at least one DNA sequence 
encoding a repressor molecule encodes a lac repressor. 

v£ A method according to c\a\\\\$ / ox jf. wherein the inducible promoter 
30 sequence(s) is/are selected from the group consisting of the human 

metallothioueiii UA promoter and the modified human metalloihionein IIA 
promoters. M(l)2 and M(2)6. 

J 3 

A A method according to claim/ wherein the host cell further 

includes and expresses a DNA sequence encoding a metallothionein. 



$ Claim^. (Amended) A method according to Claim Jf, wherein 
the DNA sequence (e) encoding the protein, polypeptide and/or 
peptide growth factor (s) encodes a growth factor fs) selected from 
the group consisting of insulin, modified insulins, insulin-like 
growth factors, cytokines. mitogenic proteases and mixtures 
thereof , 

^ A method according to claim /f. wherein the DNA sequenced ) 

encoding the protein, polypeptide and/or peptide growth factor(s) encodes 
insulin or an insulin-like growth factor. 

^, / < 

JL yL A method according to claim^/ wherein the DNA sequence(s) 
encoding the protein, polypeptide and/or peptide growth factors) encode 
insulin or an insulin-like giwth factor, and transferrin. 

~the niih,~ . Ualtl /i. wherein 

the culture medium is protein/serum- free medium . 
J Claim,*. (Amsnded) A methQd according ^ 

the mammalian host cell is a chineee hafflfiter ^ * 
fy Claim^f. (Amended) A method acc0rding to I 
^he mammalian host 1a . n , , „ Wh6rein 



n 



Claim jd, (Amended) A host cell including: 

(i) at least one introduced DNA sequenere^encoding a protein, 
^polypeptide and/or peptide factor (s) r^uired for growth of the 

\q 'host cell in a protein/serum- f ree^culture medium operably linked 
£ / to a promoter sequence, the egression of which is regulated by a 
V)K \ repressor binding region; and 

di) at least one introduced DNA sequence encoding 
repressor molecule/which binds to the repressor binding region 
operably linked /»€o an inducible promoter sequence. 



a 



/£. A host cell according to claim^ wherein the said repressor binding 

region is a lac operator sequence, and said at least one DNA sequence 
encoding a repressor molecule encodes aiac repressor. 

i' \2- 

/3 ^ A host cell according to claim ^/or ^ wherein the inducible 

promoter sequence(s) is/are selected from the group consisting of the human 
metallothioneui 1IA promoter and the modified human metallothionein IIA 
promoter. M(l)2 and M[2}6. 

i3 

j/^ ft£. A host cell according to claim J^wherein the host cell further 
includes and expresses a DNA sequence encoding a metallothionein. 

i$ r " 

Claim yf. (Amended) A host cell according to Claim j/f, 
wherein the DNA sequence (s) encoding the protein, polypeptide 
and/or peptide growth factor (s) encodes a growth factor (s) 
selected from the group consisting of insulin, modified insulins, 
insulin- like growth factors, cytokines, mitogenic proteases and 
mixtures, thereof. 





/ U . A host cell according to claim ^ wherein the DNA sequence(s) 
encoding the protein, polypeptide and/or peptide growth faclor(s) encodes 
insulin or an insulin-like growth factor. 

I Of y£> A host cell according to claim jrf wherein the DNA sequence(s) 
encoding the protein, polypeptide and/or peptide growth factor(s) encode 
insuliu or an insulin-like growth factor, and transferrin. 

/ft _ // 

Claim yf. (Amended) A host cell according to Claim y(f 
) wherein the mammalian host cell is a Chinese hamster ovary cell. 
Claim ^>lf (Amended) A host cell according to Claim 
wherein the mammalian host cell is a CH0-K1 cell. 



